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(57) Abstract 



4- and 5-alkynyloxindoles as well 
as 4- and 5-alkenyloxindoles having for- 
mula (I) and (II), wherein R 1 , R 2 , R 3 , 
R u , R 12 , X and z have the meaning 
indicated in the specification, inhibit or 
modulate protein kinases, in particular 
JNK protein kinases and are useful as 
anti-inflammatory agents, particularly in 
the treatment of rheumatoid arthritis. 
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Claims 



A compound having the formula 




10 



15 



20 



and the pharmaceutical^ acceptable salts thereof, 
wherein: 

R 1 is lower alkyl that is substituted by aryl, aryloxy, heteroaryl, heteroaryloxy, 
substituted aryl, substituted aryloxy, substituted heteroaryl, and/or substituted 
heteroaryloxy, and optionally also may be substituted by R 13 , perfluoroalkyl, 
cycloalkyl (or cycloalkyl substituted by lower alkyl and/or R 13 ), or heterocycle (or 
heterocycle substituted by lower alkyl and/or R 13 ), 

and wherein the substitutents on the substituted aryl, substituted aryloxy, 
substituted heteroaryl, and substituted heteroaryloxy are one or more of 

R 13 , lower alkyl (optionally substituted by R 13 ), cycloalkyl (optionally substituted by 
R 13 ), heterocycle (optionally substituted by R 13 ); aryl (optionally substituted by R 13 , 
perfluoroalkyl, lower alkyl, lower alkyl substituted by R 13 , cycloalkyl, cycloalkyl 
substituted by R 13 , heterocycle (optionally substituted by R 13 ); or heteroaryl 
(optionally substituted by R 13 , perfluoroalkyl, lower alkyl, lower alkyl substituted by 
R 13 , cycloalkyl, cycloalkyl substituted by R 13 , or heterocycle or heterocycle 
substituted by R 13 ); 

R 2 is hydrogen, -OR 4 , -OCOR 4 , -COR 4 , -COOR 4 , -CONR 6 R 7 , -IMR 6 R 7 , halogen, 
-N0 2 , -CN, -S0 2 R 4 , -S0 2 NR 6 R 7 , perfluoroalkyl, lower alkyl or lower alkyl 
substituted by -OR 8 or -NR 6 R 7 ; 
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R 3 is hydrogen, -OR 4 ; -COR 4 . -COOR 4 , -CONR 6 R 7 , halogen, -CN, -NR 6 R 7 , 
perfluoroalkyl, lower alkyl or lower alkyl substituted by -OR 8 or -NR 6 R 7 ; 

R 4 is hydrogen, lower alkyl (optionally substituted by (a), cycloalkyl and /or 
5 heterocycle), cycloalkyl (optionally substituted by (a), lower alkyl and/or 
heterocycle), heterocycle (optionally substituted by (a), lower alkyl and/or 
cycloalkyl), aryl (optionally substituted by (a), cycloalkyl, heterocycle and/or 
halogen), heteroaryl (optionally substituted by (a), cycloalkyl, heterocycle, and/or 
halogen, 

10 where (a) is -OR 5 , -COOR 8 , -COR 8 , -CONR 8 R 9 , -NR 6 R 7 , -CN, -N0 2 , -S0 2 R 8 , 
and/or -S0 2 NR 8 R 9 ; 

R 5 is hydrogen, -COR 8 , -CONR 8 R 9 or lower alkyl (optionally substituted by 
-OR 9 , -NR 9 R 10 , -N(COR 9 )R 10 , -COR 9 , -CONR 9 R 10 , -SR 9 and/or -COOR 9 ; 

R 6 and R 7 are each hydrogen, -COR 8 , -COOR 8 , -CONR 8 R 9 , -S0 2 R 8 
-S0 2 NR 8 R 9 , lower alkyl, lower alkyl substituted by (b), cycloalkyl (optionally 
substituted by (b), lower alkyl, and/or heterocycle), heterocycle, heterocycle 
substituted by (b), lower alkyl and/or cycloalkyl), aryl, aryl substituted by (b), lower 
20 alkyl, cycloalkyl and/or heterocycle), heteroaryl, heteroaryl substituted by (b), lower 
alkyl, cycloalkyl and/or heterocycle); 

or R 6 and R 7 are each 

cycloalkyl (optionally substituted by (b), lower alkyl and/or heterocycle; heterocycle 
25 (optionally substituted by (b), lower alkyl and/or cycloalkyl; aryl (optionally 
substituted by (b), lower alkyl, cycloalkyl and/or heterocycle; or heteroaryl 
(optionally substituted by (b), lower alkyl, cycloalkyl and/or heterocycle; 
where (b) is OR 5 , -NR 8 R 9 , -COOR 8 , -COR 8 , -CONR 8 R 9 , -CN, -N0 2 , -S0 2 R 8 , 
-S0 2 NR 8 R 9 ; 

30 alternatively, -NR 6 R 7 can form a ring having 3 to 7 atoms, said ring optionally 
including one or more additional hetero atoms and being optionally substituted by 
one or more of lower alkyl, -OR 5 , -COR 8 , -COOR 8 , -CONR 8 R 9 , and -NR 5 R 9 ; 
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P. 8 is hydrogen, lower alkyl (optionally substituted by cycloalkyl, heterocycle, aryl, 
heteroaryl, -OR 9 . -NR 9 R 10 , and/or -NfCOR^R 10 ), 

aryl (optionally substituted by (c), lower alkyl, cycloalkyl and/or heterocycle), 
heteroaryl (optionally substituted by (c), lower alkyl, cycloalkyl and/or heterocycle), 
5 cycloalkyl (optionally substituted by (c), lower alkyl and/or heterocycle), 
heterocycle (optionally substituted by (c), lower alkyl and/or cycloalkyl); 
where (c) is -OR 9 , -COOR 9 , -COR 9 , -CONR 10 R 9 , -NR 10 R 9 
-CN, -N0 2 , -S0 2 R 9 , -SO 2 NR 10 R 9 ; 

10 R 9 and R 10 are each independently hydrogen or lower alkyl; 

R 13 is halogen, -OR 4 , -0C0R 4 , -COR 4 -COOR 4 , -CONR 6 R 7 , -N0 2> -NR 6 R 7 , -CN, 
-S0 2 R 4 , or -S0 2 NR 6 R 7 ; 

15 Xis =N- or -CH-; and 

the dotted bond represented by z is optional . 

2. A compound of claim 1 , wherein R 1 is 

20 lower alkyl that is substituted by aryl or substituted aryl, and optionally also 

substituted by halogen, -OR 4 , -COR 4 , -COOR 4 , -CONR 6 R 7 , cycloalkyl, heterocycle, 
-COOR 4 , CONR 6 R 7 , cycloalkyl which is substituted by OR 5 , -NR 6 R 7 , COOR 4 , 
CONR 6 R 7 , and/or heterocycle which is substituted by OR 5 and -NR 6 R 7 , COOR 4 , 
CONR 6 R 7 ; and wherein the substituents on the substituted aryl are selected from 

25 halogen, -OR 4 , -COR 4 , -COOR 4 , -CONR 6 R 7 , -N0 2 , NR 6 R 7 , -S0 2 R 4 , 

-S0 2 NR 6 R 7 , -CN, perfluoroalkyl, lower alkyl, cycloalkyl, heterocycle, lower alkyl 
which is substituted by -OR 5 and -NR 6 R 7 , COOR 4 , CONR 6 R 7 , cycloalkyl which 
is substituted by OR 5 and -NR 6 R 7 , COOR 4 , CONR 6 R 7 , or heterocycle which 
is substituted by OR 5 and -NR 6 R 7 , COOR 4 , CONR 6 R 7 ; 

30 

lower alkyl that is substituted by heteroaryl or substituted heteroaryl, and optionally 
also substituted by halogen, -OR 4 , -COR 4 , -COOR 4 , -CONR 6 R 7 , cycloalkyl, 
heterocycle, cycloalkyl which is substituted by OR 5 , COOR 4 , CONR 6 R 7 , and/or 
-NR 6 R 7 , and/or heterocycle which is substituted by -OR 5 , COOR 4 , CONR 6 R 7 , 
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and/or -NR 6 R 7 ; and wherein the substituents on the substituted heteroaryl are 
selected from halogen, -OR 4 , -COR 4 , -COOR 4 , NR 6 R 7 , -S0 2 R 4 , -S0 2 NR 6 R 7 , -N0 2 , 
-CN, -CONR 6 R 7 , lower alkyl, cycloalkyl, heterocycle, lower alkyl which is 
substituted by -OR 5 -NR 6 R 7 , COOR 4 , CONR 6 R 7 , cycloalkyl which is substituted 
5 by -OR 5 , 

-NR 6 R 7 , COOR 4 , CONR 6 R 7 , and/or heterocycle which is substituted by -OR 5 , 
-NR 6 R 7 , COOR 4 and/or CONR 6 R 7 ), 

aryl (optionally substituted by halogen, -OR 4 , -COR 4 , -COOR 4 , -CONR 6 R 7 , lower 
10 alkyl, cycloalkyl, heterocycle, lower alkyl which is substituted by -OR 5 , -NR 6 R 7 , 
COOR 4 , CONR 6 R 7 , cycloalkyl which is substituted by -OR 5 , COOR 4 , CONR 6 R 7 , 
and/or -NR 6 R 7 , and heterocycle which is substituted by -OR 5 , COOR 4 , CONR 6 R 7 , 
and/or -NR 6 R 7 ), or 

15 heteroaryl (optionally substituted by halogen, -OR 4 , -COR 4 , -COOR 4 , -CONR 6 R 7 , 
lower alkyl, cycloalkyl, heterocycle, lower alkyl which is substituted by -OR 5 , 
COOR 4 , CONR 6 R 7 , and/or -NR 6 R 7 , cycloalkyl which is substituted by -OR 5 , 
COOR 4 , CONR 6 R 7 , and/or -NR 6 R 7 , and/or heterocycle which is substituted by 
-OR 6 , COOR 4 , CONR 6 R 7 , and/or -NR 6 R 7 ). 

20 

3. A compound of any one of claims 1. or 2, wherein X is CH and R 3 is 
lower alkoxy. 

4. A compound of any one of claims 1-3 wherein R 1 is lower alkyl 

25 substituted by phenyl which is substituted by one to three substituents from the 
group hydroxy, lower alkoxy, di-(lower alkyl)-amino, di-(lower alkyl)amino-lower 
alkoxy, morpholino-lower alkyl, carboxy-lower alkoxy and lower alkanoylamino; or 
R 1 is lower alkyl substituted as before and additionally by hydroxy. 

30 5. A compound of any of claims 1 -4, wherein R 1 is lower alkyl 

substituted by pyridyl, pyrrolyl, N-lower alkyl-pyyrolyl, thienyl, lower-alkoxy 
substitituted thienyl, furyl, 1 ,3-benzodioxolyl, or lower-alkoxy substituted 1,3- 
benzodioxolyl; or R 1 is lower alkyl substituted as before and additionally by 
hydroxy. 
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6. 



A compound of any one of claims 1-3 wherein R 1 i; 



is pyridyl. 



A compound of claim 1 or 2 wherein the optional bond z is present. 



5 



8. A compound of claim 4 which is 

rac-(Z)-1,3-Dihydro-4-[3-hydroxy-3-(4-methoxyphenyl)-1-propynyl]-3-[(3- 
methoxy-1 H-pyrrol-2-yl)methylene]-2H-indol-2-one (H), 

rao(Z)-1 t 3-Dihydro-4-[3-hydroxy-3-(3-hydroxyphenyl)-1-propynyl]-3-[(3- 
io methoxy-1 H-pyrrol-2-yl)methylene]-2H-indol-2-one (I), 

rac-(Z)- 1 f 3-Dihydro-4-[3-hydroxy-3-(3-methoxyphenyl)-1 -propynyl]-3-[(3- 
methoxy-1H-pyrrol-2-yl)methylene]-2H-indol-2-one (J), 

rac-(Z)-4-[3-[2,3-Dihydro-3-[(3-methoxy-1H-pyrrol-2-yl)methylene]-2-oxo- 
1H-indol-4-yl]-1-hydroxy-2-propynyl]benzoic acid methyl ester (K), 
15 rac-(Z)-4-[3-[2,3-Dihydro-3-[(3-methoxy-1H-pyrrol-2-yl)methylene]-2-oxo- 
1H-indol-4-yl]-1-hydroxy-2-propynyl]benzoic acid (L), 

rac-(Z)- 1 ,3-Dihydro-4-[3-hydroxy-3-(2-methoxyphenyl)-1 -propynyl]-3-[(3- 
methoxy-1 H-pyrrol-2-yl)methyIene]-2H-indol-2-one (M), 

rac-(Z)-4-[3-(1 ,3-benzodioxol-5-yI)-3-hydroxy-1 -propynyl]-1 ,3-dihydro-3-[(3- 
20 methoxy-1 H-pyrrol-2-yl)methylene]-2H-indol-2-one (N), 

rao(Z)-1 ,3-Dihydro-4-[3-hydroxy-3-(4-hydroxy-3-methoxyphenyl)-1 - 
propynyl]-3-[(3-methoxy-1H-pyrrol-2-yl)methylene]-2H-indol-2-one (O), 

rao(Z)-1,3-Dihydro-4-[3-hydroxy-3-(4-hydroxyphenyl)-1-propynyl]-3-[(3- 
methoxy-1 H-pyrrol-2-yl)methylene]-2H-indol-2-one (Q), 
25 rao(Z)-1 ,3-Dihydro-4-[3-(4-dimethylaminophenyl)-3-hydroxy-1 -propynyl]-3- 

[(3-methoxy-1 H-pyrrol-2-yl)methylene]-2H-indol-2-one (R), 

rao-(Z)-1 ,3-Dihydro-4-[3-hydroxy-3-(4-phenoxyphenyl)-1 -propynyi]-3-[(3- 
methoxy-1 H-pyrrol-2-yl)methylene]-2H-indol-2-one (S), 

rac-(Z)-1 ,3-Dihydro-4-[3-hydroxy-3-phenyl-1 -butynyl]-3-[(3-methoxy-1 H- 
30 pyrrol-2-yl)methylene]-2H-indol-2-one (T), 

rac-(Z)-1,3-Dihydro-4-[3-[4-(3-dimethylaminopropoxy)-phenyl]-3-hydroxy-1- 
propynyl]-3-[(3-methoxy-1H-pyrrol-2-yl)methylene]-2H-indol-2-one (V), 

rac-(Z)-1,3-Dihydro-4-[3-(2,3-dimethoxyphenyl)-3-hydroxy-1-propynyl]-3-[(3- 
methoxy-1 H-pyrrol-2-yi)methylene]-2H-indol-2-one (EE), 
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rao(Z)-1 ^Dihydro-^S^S^-dimethoxyphenyO-S-hydroxy-l -propynyl]-3-[(3- 
methoxy-1 H-pyrrol-2-yl)methylene]-2H-indol-2-one (FF), 

rac-(Z)-1 ,3-Dihydro-4-[3-hydroxy-3-(3-hydroxy-4-methoxyphenyl)-1 - 
propynyl]-3-[(3-methoxy-1H-pyrrol-2-yl)methylene]-2H-indol-2-one (HH), 

rac-(Z)-1 f 3-Dihydro^-[3-hydroxy-3-[3-methoxy-4-[2-(4-morpho 
phenyl]-1-propynyl]-34(3-methoxy-1H-pyrrol-2-yl)methylene]-2H-in (MM), 

rac-(Z)-1,3-Dihydro^-[3-hydroxy-3-^ 
phenyl]-1-propynyl]-3-[(3-methoxy-1^^ 
hydrochloride salt (NN), 

rac-(Z)-1 ,3-Dihydro-4-[3-hydroxy-3-(2,4,5-trimethoxyphenyl)-1 -propynyl]-3- 
[(3-methoxy-1 H-pyrrol-2-yI)methylene]-2H-indol-2-one (PP), 

rac-(Z)-[4-[3-[2,3-Dihydro-3^(3-methoxy-1H-pyrrol-2-yl)methylene]-2-oxc^ 
1H-indol-4-yl]-1-hydroxy-2-propynyl]-2-methoxyphenoxy]acetic acid methyl ester 
(QQ). 

rac-(Z)44-[3-[2,3-Dihydro-3-[(3-methoxy-1H-pyrrol-2-yl)methylene]-2-oxo- 
1 H-indol-4-yl]-1 -hydroxy-2-propynyl]-2-methoxyphenoxy]acetic acid (RR), 

rac-(Z)-4-[3-hydroxy-3-(4-methoxy-t ,3-benzodioxol-6-yl)-1 -propynyl]-1 ,3- 
dihydro-3-[(3-methoxy-1H-pyrrol-2-yl)methylene]-2H-indol-2-one (SS), 

rac-(Z)-1 ,3-Dihydro-4-[3-hydroxy^ 
propynyl]-3-[(3-methoxy-1H-pyrrol-2-yl)methylene]-2H-indol-2-one (TT)i 

rac-(Z)-4-[3-(4-Chloro-2-methylsulfanylmethoxy-phenyl)-3-hydroxy-1- 
propynyl]-1,3-dihydro-3-[(3-methoxy-1H-pyrrol-2-yl)methylene]-2H 
(UU), 

rac-(Z)-4-[3-(3-Chlorophenyl)-3-hydroxy-1-propynyl]-1,3-dihydro-3-I(3- 
methoxy-1 H-pyrrol-2-yl)methylene]-2H-indol-2-one (WW), 

rac-(Z)-[4-[3-[2,3-dihydro-3-[(3-methoxy-1 H-pyrrol-2-yl)methylene]-2-oxo- 
1H-indol-4-yl]-1-hydroxy-2-propynyl]phenoxy]acetic acid 1,1-dimethylethyl ester 
(XX), 

rac^(Z)-[4-[3-[2,3-dihydro^ 
1 H-indol-4-yl]-1-hydroxy-2-propynyl]phenoxy]acetic acid(YY), 

rac-(Z)-1,3-Dihydro-4-[3-hydroxy-3-(3-nitrophenyl)-1-propynyl]-3-[(3- 
methoxy-1 H-pyrrol-2-yl)methylene]-2H-indol-2-one (ZZ), 

rao(Z)-4-[3-(3-Aminophenyl)-3-hydroxy-1 -propynyl]-1 ,3-dihydro-3-[(3- 
methoxy-1 H-pyrrol-2-yl)methylene]-2H-indol-2-one (AAA), 
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.^c-(Z)-4-[3-(4rAcetamido^ 
methoxy-1H-pyrrol-2-yl)methylene]-2H-indol-2-one (BBB), or 

rao(Z)-1 ,3-Dihydro-4-(3-hydroxy-3-phenyl-1 -propynyl)-3-[(3-methoxy-1 H- 
pyrrol-2-yl)methyIene]-2H-indol-2-one (FFF). 

5 

9. A compound of claim 5 which is 

rac-(Z)-1 ,3-Dihydro^-[3-hydro 
1 H-pyrroI-2-yl)methylene]-2H-indol-2-one (X), 

Synthesis of rac-(Z)-1 ,3-Dihydro-4-[3-hydroxy-3-(1 -methyl-pyrrol-2-yl)-1 - 
10 propynyl]-3-[(3-methoxy-1 H-pyrrol-2-yI)methylene]-2H-indol-2-one (AA), 

rac-(Z)-1,3-Dihydro-4-[3-hydroxy-3-(thiophen-3-yi)-1-propynyl]-3-[(3- 
methoxy-1 H-pyrrol-2-yl)methylene]-2H-indol-2-one (BB), 

rac^(Z)-1,3-Dihydro-4-[3-hydroxy-3-(1H-pyrrol-2-yl)-1-propynyl]-3-[ 
methoxy-1 H-pyrrol-2-yl)methylene]-2H-indol-2-one (DD),rac-(Z)-1 ,3-Dihydro-4-[3- 
15 hydroxy-3-(2-pyridinyl)-1 -propynyl]-3-[(3-methoxy-1 H-pyrrol-2-yl)methylene]-2H- 
indol-2-one (JJ), 

rao(Z)-1,3-Dihydro-4-[3-hydroxy-3-(2-thiopheny!)-1-propynyl]-3-[(3- 
methoxy-1 H-pyrroI-2-yl)methylene]-2H-indol-2-one (KK), 

rac-(Z)-1,3-Dihydro-4-[3-hydroxy-3-(3-methoxy-2-thiophenyl)-1-propyny!]-3- 
20 [(3-methoxy-1 H-pyrrol-2-yl)methylene]-2H-indol-2-one (OO), or 

rac>(Z)-1 ,3-Dihydrch443-(2-fura^^ 
1 H-pyrrol-2-yl)methylene]-2H-indol-2-one (W). 

10. A compound of claim 6 which is 
25 (Z)-1 ,3-Dihydro-3-[(3-methoxy-1 H-pyrrol-2-yl)methylene]-4-[(3- 

pyridinyl)ethynyl]-2H-indol-2-one (CCC), 

(Z)-1 ,3-Dihydro-3-[(3-methoxy-1 H-pyn*ol-2-yl)methylene]-4-[(2- 
pyridinyl)ethynyl]-2H-indol-2-one (DDD), 

(Z)-1 ,3-Dihydro-3-[(3-methoxy-1 H-pyrrol-2-yl)methylene]-4-[(4- 
30 pyridinyl)ethynyl]-2R-indol-2-one (EEE), 

(Z)-1,3-Dihydro-3-[(3-methoxy-1H-pyrrol-2-yl)methylene]-5-nitro-4-[(3- 
pyridinyl)ethynyl]-2H-indol-2-one (GGG), 

(Z)-5-Amino-1,3-dihydro-3-[(3-methoxy-1H-pyrrol-2-yl)methylene]-4-[(3- 
pyridinyl)ethynyl]-2H-indol-2-one (HHH), or 
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(Z)-N-[2 r 3«Dihydro-3-[(3-m^ 
pyridinyl)ethynyl]-1 H-indol-5-yl]-2-thiopheneacetamide (III). 

11. A compound of claim 1 which is 

4-[(E)-2-(2-Chlorophenyl)-ethenyI]-1,3-dihydro-(Z)-3-[(1H-pyrrol-2- 
yl)methylene]-2H-indoi-2-one (KKK), 

1^3-Dihydro-(Z)-3-[(1H-pyrrol-2yl)^^ 
2-one (LLL), 

1 ,3-Dihydro-(Z)-3-[(3-methoxy-1 H-pyrrol-2yl)methyIene]-[(E)-2- 
phenylethenyl]-2H-indol-2-one (MMM), 

1,3-DihydrcM-[(E)-2-(4-methoxyphenyl)-ethenyl]-(Z)-3-[(1H-pyrrol-2- 
yl)methlene]-2H-indol-2-one (NNN), 

1,3-Dihydro-(Z)-3-[(3-methoxy-1H-pyro^^ 
methoxy-phenyI)-ethenyI]-2H-indol-2-one (OOO), 

4-[(E)-2-[2,3-Dihydro-(Z)-3-[(3-methoxy-1H-pyrrol-2-yl)methylene]-2-oxo- 
1 H-indol-4-yl]ethenyl]benzoic acid methyl ester (PPP), or 

1 ,3-Dihydro-4-[(E)-2-(3,4-dim^ 
pyrrol-2-yl)methylene]-2H-indol-2-one (QQQ). 

12. Acompound of claim 1 , which is 

(Z)-1,3-Dihydro-4-(phenylethynyl)-3-[(3-methoxy-1H-pyrrol-2-yl)methylen 
2H-indol-2-one (D), 

(Z)-1,3-Dihydro-4-[(4-methoxyphenyl)ethynyl]-3-[(3-methoxy-1H-pyrrol-2- 
yl)methylene]-2H-indol-2-one (G) or 

(Z)-1 ,3-Dihydro-3-[(3-methoxy-1 H-pyrrol-2-yl)methylene)-4-(3-phenoxy-1 - 
propynyl)-2H-indol-2-one (Y). 



13. A compound having the formula: 
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II 



and the pharmaceutical^ acceptable salts thereof, 
wherein: 

R 11 is hydrogen, -COR 4 , -COOR 4 , -CONR 6 R 7 , 
5 lower alkyl (optionally substituted by -OR 5 , -NR 6 R 7 , halogen, 

-N0 2 , -S0 2 R 4 , -S0 2 NR 6 R 7 , -CN, -COR 4 , 

-COOR 4 , -CONR 6 R 7 , cycloalkyl, heterocycle, aryl, and/or heteroaryl), 

cycloalkyl (optionally substituted by -OR 5 , -NR 6 R 7 halogen, -N0 2j 

-S0 2 R 4 , -S0 2 NR 6 R 7 , -CN, -COR 4 , 
io -COOR 4 , -CONR 6 R 7 , lower alkyl, heterocycle, aryl, and/or heteroaryl) 

heterocycle (optionally substituted by -OR 5 , -NR 6 R 7 , halogen, -N0 2 , 

-S0 2 R 4 , -S0 2 NR 6 R 7 , -CN, -COR 4 , 

-COOR 4 , -CONR 6 R 7 , lower alkyl, cycloalkyl, aryl, and/or heteroaryl), 
aryl (optionally substituted by the group consisting of 
15 -OR 5 , -NR 6 R 7 , halogen, -N0 2 , -S0 2 R 4 , -S0 2 NR 6 R 7 , -CN, -COR 4 , -COOR 4 , 
-CONR 6 R 7 , lower alkyl, and/or perfluoroalkyl) or 

heteroaryl (optionally substituted by -OR 5 , -NR 6 R 7 , halogen, -N0 2 , 
-S0 2 R 4 , -S0 2 NR 6 R 7 , -CN, -COR 4 , -COOR 4 , 
-CONR 6 R 7 , lower alkyl, and/or perfluoroalkyl); 

20 

R 12 is hydrogen, -OR 4 , -OCOR 4 , -COR 4 , -COOR 4 , -CONR 6 R 7 , - NR 6 R 7 halogen, 
-N0 2 , -CN, -S0 2 R 4 , -S0 2 NR 6 R7, perfluoroalkyl, 

lower alkyl (optionally substituted by OR 4 ,-NR 6 R 7 cycloalkyl, 
heterocycle, -COR 4 , -COOR 4 , -CONR 6 R 7 , -CN, -N0 2 , -S0 2 R 4 , -S0 2 NR 6 R 7 and/or 
25 halogen), 

cycloalkyl (optionally substituted by -OR 4 , -NR 6 R 7 , lower alkyl, 
heterocycle, -COR 4 , -COOR 4 , -CONR 6 R 7 , -CN, -N0 2 , -S0 2 R 4 , -S0 2 NR 6 R 7 and/or 
halogen), or 
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Keterocyde (optionally substituted by -OR 4 . -NR 6 R 7 , lower alkyl, 
cycloalkyl, -COR 4 , -COOR 4 , -CONR 6 R 7 , -CN, -N0 2l -S0 2 R 4 , -S0 2 NR 6 R 7 and/or 
halogen), and 

5 R 3 through R 7 , X and z are as defined for formula I in claim 1 . 

14. A compound of claim 1 or 13, wherein 
R 4 is hydrogen, lower alkyl (optionally substituted by (a), cycloalkyl and /or 
heterocycle), cycloalkyl (optionally substituted by (a), lower alkyl and/or 
10 heterocycle), or heterocycle (optionally substituted by (a), lower alkyl and/or 
cycloalkyl), where (a) is -OR 5 , -COOR 8 , -COR 8 , -C0NR 8 R 9 , -NR 6 R 7 , -CN, -N0 2 , 
-S0 2 R 8 , and/or -S0 2 NR 8 R 9 ; and R 5 is hydrogen, -COR 8 , -CONR 8 R 9 or lower alkyl 
(optionally substituted by -OR 9 , -NR 9 R 10 , -N(COR 9 )R 10 , -COR 9 , -CONR 9 R 10 
and/or -COOR 9 ); and R 1 , R 2 , R 3 , R 8 , R 9 , R 10 , X and z are as in claim 1. 



R 3 is hydrogen, -OR 4 , -NR 6 R 7 , and/or lower alkyl (optionally substituted by -OR 8 
and/or -NR 6 R 7 ); 

20 

R 4 is hydrogen, lower alkyl (optionally substituted by one or more 
-OR 5 , -COOR 8 , -COR 8 , -CONR 8 R 9 ), cycloalkyl (optionally substituted by one or 
more -OR 5 , -COOR 8 , -COR 8 and -CONR 8 R 9 ), or heterocycle (optionally 
substituted by one or more -OR 5 , -COOR 8 , -COR 8 and -CONR^ 9 ); 

25 

R 5 is hydrogen, -COR 8 , -CONR 8 R 9 , or lower alkyl; 

R 6 and R 7 are each independently hydrogen, -COR 8 , -COOR 8 , -CONR 8 R 9 , or 
lower alkyl (optionally substituted by one or more of -OR 9 , -NR 8 R 9 , COOR 8 , and 
30 CONR 8 R 9 ), or 

alternatively, -NR 6 R 7 optionally form a ring having 3 to 7 atoms, said ring optionally 
including one or more additional hetero atoms and being optionally substituted by 
one or more of lower alkyl, -OR 5 , -COR 8 , -COOR 8 , -CONR B R 9 , and -NR 5 R 9 ; 



15 



15. A compound of claim 1 3 wherein 
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R 8 is hydrogen or lower alkyl (optionally substituted by one or more of aryl, 
heteroaryl, -OR 9 , COOR 9 , CONR 9 R 10 , and -NR 9 R 10 ); 

5 R 11 is aryl (optionally substituted by -OR 5 and/or -NR 6 R 7 ); 

R 12 is hydrogen, -COR 4 , -COOR 4 , -CONR 6 R 7 , 

lower alkyl (optionally substituted by one or more of -OR 4 ,-NR 6 R 7 , 
cycloalkyl, heferocycle, -COR 4 , -COOR 4 , -CONR 6 R 7 , -CN, -N0 2 , -S0 2 R 4 , -S0 2 
io NR 6 R 7 and halogen), 

cycloalkyl (optionally substituted by one or more of -OR 4 , -NR 6 R 7 , 
lower alkyl, heterocycle, -COR 4 , -COOR 4 , -CONR 6 R 7 , -CN, -N0 2 , -S0 2 R 4 , -S0 2 
NR 6 R 7 and halogen), or 

heterocycle (optionally substituted by one or more of -OR 4 , -NR 6 R 7 
15 lower alkyl. cycloalkyl. -COR 4 , -COOR 4 . -CONR 6 R 7 , -CN, -N0 2 . -S0 2 R 4 , -S0 2 
NR 6 R 7 and halogen); 

and the optional bond z is present. 

20 1 6. A compound of claim 1 3 which is 

(Z)-1,3-Dihydro-5-ethynyl-3-[(1H-pyrrol-2-yl)methylene]-2H-indol-2-one 

(SSS), 

(Z)-1,3-Dihydro-5-(4-hydroxyphenyl)ethynyl-3-[(1H-pyrrol-2-yl)methylene]- 
2H-indol-2-one (TTT), 
25 (Z)-1 ,3-Dihydro-5-(3-nitrophenyl)ethynyl-3-[(1 H-pyrrol-2-yl)methylene]-2H- 

indol-2-one (UUU), 

(Z)-1,3-Dihydro-5-phenylethynyl-3-[(1H-pyrrol-2-yl)methylene]-2H-indol-2- 

one (WV), 

(Z)-1,3-Dihydro-5-(3-hydroxyphenyl)ethynyl-3-[(1H-pyrrol-2-yl)methylene]- 

30 2H-indol-2-one (WWW), 

(Z)-1,3-Dihydro-5-(2-nitrophenyl)ethynyl-3-[(1H-pyrrol-2-yl)methylene]-2H- 

indol-2-one (XXX), 

(Z)-1,3-Dihydro-5-(4-nitrophenyl)ethynyl-3-[(1H-pyrrol-2-yl)methylene]-2H- 

indol-2-one (ZZZ), 
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(2)=5-(4-Arriinopheny!)ethyny!-1 ,3-dihydro-3-[(1 H-pyrrol-2-yl)methylene]-2H- 

indol-2-one (AAAA), 

(Z)-1 ,3-Dihydro-5-ethynyl-3-[(3-methoxy-1 H-pyirol-2-yl)methylene]-2H- 
indol-2-one (DDDD), 
5 (Z)-1 ,3-Dihydro-5-(3-pyridinyl)ethynyl-3-[(1 H-pyrrol-2-yl)methylene]-2H- 

indol-2-one (EEEE), 

(Z)-1,3-Dihydro-5-(2-pyridinyl)ethynyl-34(1H-pyrrol-2-yl)methyle 

indol-2-one (FFFF), 

(Z)-1,3-Dihydro-5-(4-hydroxyphenyl)ethyny^^ 
10 methylene]-2H-indol-2-one (GGGG), 

(Z)-1 t 3-Dihydro-5^4-methoxyphenyl)ethyny^ 
2H-indol-2-one (HHHH), 

(Z)-l,3-Dihydro-3-[(1H-pyrrol-2-yl)-methylene]-5-(2-thiophenyl)e% 

indol-2-one (IIII), or 

is (Z)-1 ,3-Dihydro-5-ethynyI-3-[(4-methyl-1 H-imidazol-5-yl)methylene]-2H-indol-2- 
one, trifluoroacetate salt (LLLL). 

1 7. The compounds 
1,3-Dihydro-5-fluoro-4-iodo-2H-indol-2-one, 

20 (Z)-1,3-Dihydro-3-[(1H-pyrrol-2-yl)methyiene]-5-(trimethylsil^^ 
indol-2-one, 

(Z)-5-Bromo-1,3-dihydro-3-[(3-methoxy-1H-pyrrol-2-yl)methylene]-2H 

2-one, 

(Z)-1 ,3-Dihydro-3-[(3-methoxy-1 H-pyrrol-2-yl)methylene]-5- 
25 (trimethylsilyl)ethynyl-2H-indol-2-one, 

(Z)-5-Bromo-1 ,3-dihydro-3-[(4-methyM H-imidazol-5-yl)methylene]-2H- 
indol-2-one, 

(Z)-1 ,3-Dihydro-3-[(4-methyl-1 H-imidazol-5-yl)methylene]-5- 
(trimethylsilyl)ethynyl-2H-indol-2-one. 

30 

18. A pharmaceutical composition comprising as an active ingredient a 
compound of claim 1 or 13 and a pharmaceutical^ acceptable carrier or excipient. 



1 9. The compounds of claim 1 and 1 3 for use as medicaments. 
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20: The use of a compound of claim 1 or 13 or prodrugs and 
pharmaceutical^ active metabolites of such compound in the preparation of a 
medicament for the treatment or control of inflammatory diseases, particularly 
5 rheumatoid arthritis. 

21 . The novel compounds, compositions and use as described 
hereinbefore, especially with reference to the Examples. 
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